PHP26 Market Access of Atmps: Overview and Expected Challenges  by Hanna, E et al.
A518  VA L U E  I N  H E A LT H  1 8  ( 2 0 1 5 )  A 3 3 5 – A 7 6 6  
have had time to conduct IRP against Norwegian prices yet, but also because the list 
prices remain unchanged, and IRP at the discount level remains rare.
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Objectives: Defibrotide had market authorization (MA) in treatment of severe 
veno-occlusive disease (VOD) and negative opinion for VOD prevention (October 
2013). Before, in France, defibrotide get in 2009 a compassionate use (temporary use 
authorization) in VOD treatment and prevention with a specific financing. Since 
the MA, the high cost of defibrotide remains a major problem for hospital budg-
ets. Assessment of economic impact of defibrotide treatment and perspectives to 
frame indications to reduce costs were purposed for the 37 hospitals of the Public 
Assistance–Hospitals of Paris. MethOds: Data collected were: i) consumptions/
expenditures in défibrotide from 2011 to 2014 and extrapolated values in 2015; ii) 
2014 medical information from PMSI hospital database (French medical information 
system program); iii) Diagnostic Related Group (DRG) tariff and part of drugs cost; 
iv) experts in hematology opinions. Results: Since 2011, consumptions increased 
to reach 15,750 vials for 5.2M€ in 2014. In contrast, extrapolated values in 2015 
have showed decreasing amounts which could be explained by a self-regulation of 
prescribers in front of the economic impact and practices changes. In 2014, eighty 
patients received defibrotide (mean: 19 years), main diagnosis was acute myelo-
blastic leukaemia. 90% of these patients who received defibrotide were attributed 
to the DRG corresponding to hematopoietic stem cell transplantation levels 3 or 4 
(tariff DRG cost: 51,725.20-71,948.73€ ). Portion of attributed to drugs (3,544-4,084€ ) 
cover a small part of treatment cost (97,524€ for an adult). Experts recommended 
harmonization of indications, improvement of pre-transplant cares (reduction of the 
liver damage and conditioning regimen intensity), optimization of vials numbers per 
patient (centralized preparations, limitation of treatment duration). cOnclusiOns: 
Aware of economic impact, experts have initiated a change of practice and they 
recommend a restrictive use of defibrotide specially limitation the off-label use in 
preventive (only patients with very high risk of VOD).
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Objectives: To Improve patient access toward new drugs, parallel MFDS(Ministry of 
Food and Drug Safety) and HIRA(Health Insurance Review and Assessment service) 
review processes have been introduced in South Korea since 2014. In parallel pro-
cesses, submission for reimbursement to HIRA is allowed during marketing authori-
zation process in MFDS. This study reports on evaluation of two years’ experiences 
and current issues. MethOds: We investigated reimbursement appraisal results of 
drugs submitted before their approval from 2014 to June 2015. The reduction of the 
length of time for patients’ access to new drug was calculated by the time between 
the submission to HIRA and authorization of MFDS. And extra budget impact of 
parallel processes was calculated. Results: Total six drugs were assessed for reim-
bursement upon parallel MFDA and HIRA processes. HIRA decided all six drugs to 
be reimbursed. The reduction of the length of time for patient access was average 
61 days in parallel processes comparing with the prior sequential process that sub-
mission for reimbursement was required to complete its marketing authorization 
process of MFDS. In case of two drugs of six reimbursed drugs, an estimated total 
drug cost expected to increase approximately three million USD per year compar-
ing with the estimated total drug cost assuming that if the 2 drugs were assessed 
in sequential review process. It resulted from the price of comparators of the two 
drugs scheduled to be discounted in the near future. Because of a patent expiration 
of the comparators, their price will be disounted after the listing date of the two 
new drugs. cOnclusiOns: Parallel MFDS and HIRA processes could contribute 
to patient access toward new drugs by 61 days earlier in South Korea. But in some 
drugs, it can be expected to change the budget compared with former sequential 
review process considering comparators’ patent expiration.
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Objectives: Advanced therapy medicinal products (ATMPs) are a class of innovative 
and regenerative therapies. As of May 2015, only 5 ATMPs were granted a market-
ing authorisation (MA) in European Union (EU): three cell therapies, Provenge® (for 
advanced prostate cancer), Chondrocelect® and MACI® (for cartilage defects); one 
tissue engineering product, Holoclar® (for damaged cornea); and one gene therapy, 
Glybera®(for lipoprotein lipase deficiency). The aim of this study was to review the 
ATMPs assessments by EU HTA bodies. MethOds: EU big 5 HTA body websites were 
searched for their decisions on ATMPs: France (HAS), UK (NICE, SMC), Italy (AIFA 
and regions), Spain (MSSSI and regions), Germany (IQWiG, G-BA). Grey literature was 
also searched for further details. Results: Chondrocelect® was only assessed in 
Spain and France; reimbursement was granted in Spain, rejected in France as effi-
cacy/adverse effects ratio had not been clearly established. Provenge® and MACI® 
were only assessed in the UK and Germany. NICE concluded that Provenge® did 
not demonstrate additional benefit nor cost-effectiveness against best supportive 
care; IQWiG/G-BA concluded “non-quantifiable” added benefit. MACI® was not rec-
ommended by NICE due to uncertainty in cost-effectiveness analysis and lack of 
long-term data, while its assessment has been suspended in Germany until further 
publication of randomised clinical trials. Only G-BA assessed Glybera® but could not 
conclude on its benefits due to limited data submitted by manufacturer. Holoclar® 
from which ATMPs could benefit to get early access. ATMPs may be the next source 
of major impact on payers’ drug budget.
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Objectives: The Affordable Care Act (ACA) has introduced several major changes 
which can impact product pricing, access and uptake in the United States. The 
objective of this analysis was to review all major new changes due to ACA and 
develop implications for market access for medical products. MethOds: The new 
pricing, access and coverage changes impacting the pharmaceutical and devices 
products were reviewed using the bill for ACA (H. R. 3590), 2011-2015 policy publica-
tions, reports by the Congressional Budget Office and Government Accountability 
Office, and the latest Centers for Medicare & Medicaid Services (CMS) guidelines 
for Essential Health Benefits (EHBs). Primary discussions with US private payers 
and ex-CMS policy experts were conducted to understand key issues for medical 
products. Results: The ACA has introduced major changes for product pricing, 
deductible, coverage and uptake. For pricing, major changes are a 50% discount for 
Part D population and an increased rebate of 23.1% for the Medicaid population. 
For deductibles, the patient costs are capped at $12,700. For uptake, an additional 
population is eligible based on expanded access to 30 million uninsured Americans, 
with more than half of them being under the age of 35 years (~59%). For access, 
the 2014 definition of Essential Drug Benefits is likely to either expand or reduce 
coverage depending upon the state and class of drugs. For example, for NSAIDs 
in CA only 20 drugs are covered, while in NY, 40 drugs are covered. During 2012-
2014 Accountable Care Organizations (ACOs) have increased to ~600 organizations 
covering ~18 million lives, which has created a new stakeholder of an integrated 
provider-payer partnership. cOnclusiOns: ACA has introduced major changes 
which will have a significant impact on converge, pricing and access of pharma-
ceutical and device products.
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Objectives: Turkey applies molecule-based equivalence grouping and Social 
Security Institution (SGK), the sole public payer of pharmaceuticals, pays a cap 
which is at most 10% over the lowest (base) price of each group. As of October 1 
2014, SGK lowered the cap to base price for selected 15 groups. The objective of 
this study is to analyze the preliminary impact of this policy change and compute 
whether it provides necessary saving and price reduction. MethOds: Claims data 
from SGK for all drugs included in the selected groups were collected monthly for 
June and July 2014, denoted as pre-policy change period; October and November 
2014, defined as post-policy change period. Price changes, saving impact, patient 
contribution rate, and utilization rates were compared and analyzed. Results: 
Among 212 drugs in those groups, the price of 180 drugs stayed the same whereas 6 
increased and 26 decreased. With this policy shift, SGK generated a saving of nearly 
10%; base price, prescription substitution, and price erosion impacts contributed 
by 7, 1, and 2 percentage points respectively. Besides, cost per unit, weighted aver-
age of total sales value divided by total sales volume, reduced by 9% compared 
to pre-policy change period. Base-priced drugs’ sales volume (value) climbed by 
3 (6) percentage points. Although it was estimated that patient contribution rate 
would rise by 8 percentage points on average after the new policy, in reality it 
reached 18% with an increase of 5 percentage points, thanks to price reduction 
due to competition and higher utilization of base-priced drugs. cOnclusiOns: 
Based on primary data, it seems the new policy provided the desired effect on 
price reduction and utilization increase of base-priced drugs, hence saving with 
minor impact on patient contribution.
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Objectives: Following the availability of biosimilars of Remicade (infliximab, 
Janssen Cilag) - which target severe pathologies - a national tender was launched 
in Norway in order to negotiate discounts. Orion, manufacturing the biosimilar 
Remsima, won the national tender by offering a 72% discount compared with 
Remicade in February 2015. Hospira, manufacturing the biosimilar Inflectra, offered 
a 51% discounts. Given the extent of the discounts and wide publicity of the prices, 
the goal of this survey was to assess if list prices of infliximab were impacted in 
Norway as well as in countries using Norway in their International Reference Pricing 
(IRP) rules. MethOds: Ex-manufacturer list price changes over time for Remicade 
and biosimilars of infliximab were analysed in Norway as well as in countries using 
Norway in their IRP rules and for which list prices are available, namely: Denmark, 
Finland, Iceland, Poland and Slovenia. Results: Our results show that while the 
tender led to significant discounts, list prices (since biosimilars are available) of 
either the biologic product or biosimilars have remained constant in Norway. 
Additionally, prices have remained constant in all countries using Norway in their 
IRP rules except for Iceland, where prices have regularly decreased. The change is 
however not linked to IRP rules. cOnclusiOns: The research indicates that prices 
around the world for Remicade and infliximab biosimilars have not been impacted 
by price changes in Norway. Whilst the new prices generated significant global 
attention, they have not been formally incorporated into pricing negotiations else-
where, at least for the time being. This is partly because certain countries may not 
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reimbursable drugs, has abolished the requirement, highlighting the potential prac-
tical difficulties in obtaining such prices. One country (Switzerland) has recently 
proposed amendments to its IRP methodology to focus on discounted rather than 
listed prices. cOnclusiOns: IRP is increasing as a core market access risk globally, 
with the knock-on implications of low prices or price cuts in one country into other 
countries becoming a more tangible and complex threat. IRP is increasing both 
in terms of geographic scope and also in terms of the precise method of use. The 
shift from using manufacturing prices towards discounted prices, and the increas-
ing transparency over net prices, represent a significant ongoing threat, and the 
practical implications are wide-ranging. It has the counter-productive effective of 
rendering pharmaceutical companies less willing and likely to engage in discounts.
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Objectives: Implemented by the Italian Medicines Agency (AIFA) in 2013, Class 
C-nn (C – non negotiated) was created to make all drugs approved by the European 
Medicines Agency (EMA) available to patients at prices set by manufacturer before 
AIFA’s pricing & reimbursement (P&R) decision. The study’s objective is to challenge 
the intended purpose of Class C-nn and its impact on the time to market. MethOds: 
Drugs assigned to Class C-nn between January 2013 and April 2015 were consid-
ered for the analysis. Nine official dates, representing key milestones in the national 
market access process, from EMA approval to the P&R decision were identified; the 
period from AIFA’s Technical-Scientific Committee’s (CTS) opinion to the P&R deci-
sion was the main focus. The negotiation lengths were compared to those prior to 
the introduction of Class C-nn. Moreover, the relationship between drug-specific vari-
ables (e.g., therapeutic area, presence of registry, orphan/innovative status) and the 
negotiation length was analyzed. Results: Out of 137 products assigned to Class 
C-nn, 43 completed the P&R process. The average time from EMA approval and CTS’s 
opinion to the P&R decision totaled 393 days (95% CI 353-432) and 159 days (95% 
CI 137-181) respectively. The analysis revealed longer negotiations for oncology and 
diabetes drugs versus drugs targeting other therapeutic areas. Negotiations for drugs 
included in the AIFA monitoring system were almost twice as long as products not 
monitored. It is worth noting that orphan drugs as well as drugs with an innovative 
status did not result in shorter negotiation processes. Furthermore, a negligible num-
ber of drugs accessed the market with C-nn status at freely set prices. cOnclusiOns: 
Implementing Class C-nn has not significantly impacted the time to reimbursement 
in Italy. Most companies prefer to not submit freely set prices prior to the P&R deci-
sion, thus neglecting the possibility of early market access.
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Objectives: Erythropoiesis-stimulating agents (ESAs) are not anymore part of 
listed drugs exceptionally financed in addition to DRGs tariffs, which use and 
expenditures are monitored by the authorities. The amount of ESAs has been 
included in French DRGs tariffs since March 2014. The objective is to assess 
the impact on both the activity and the budget of Public Hospitals of Paris (AP-
HP). MethOds: A before-after study (March-September in 2013 versus in 2014) 
was conducted in acute care hospitals of AP-HP. Data from PMSI hospital database 
(French medical information system program) and finance and logistics software 
(SAP), were used to estimate the number and costs of DRGs with ESAs use in 2014, 
from 2013 data. Two hypotheses were performed: A) the activity was constant, 
B) it depended on ESAs volumes delivered by hospital pharmacies to care units 
(Wilcoxon test). Then a budget impact (BI) analysis was conducted, considering: i) 
costs of dialysis and extra dialysis DRGs with ESAs use in 2013 versus in 2014, ii) 
the loss of money earned in 2013 by negotiating ESAs prices below the reimbursed 
tariffs, iii) costs of ESAs included in the DRGs tariffs in 2014. Results: 20 hospitals 
were included. The number of DRGs with ESAs increased of 264 (+5%) dialysis DRGs 
and 80 (+2%) other DRGs under hypothesis A whereas it decreased of 449 (-9%) 
dialysis DRGs and it increased of 346 (+9%) other DRGs under hypothesis B, but this 
differences are not significant. Nevertheless, the global BI is between -€ 1,018,476 
(hypothesis A) and -€ 695,693 (hypothesis B) in 7 months. cOnclusiOns: This 
study shows no significant impact on the hospital activity but a negative BI for 
AP-HP. This infers that the DRG-based payment may be not appropriate to the 
chronic renal failure. Besides, the French Health Ministry is working on a patient 
pathway-based payment.
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Objectives: Aim: To investigate compliance with the recently introduced (November 
2013) system of active substance-based generic substitution and reference pricing (GS/
RP) in Ireland. Under GS/RP, a fixed drug price is paid by the Health Service Executive 
(HSE). Where a patient requests a premium-priced product, the patient must pay the 
difference. A prescriber may alternatively request ‘Do not substitute’(DNS), in which 
case the HSE pays the difference, similar to the Danish model where the prescriber 
may apply for reimbursement on behalf of patients. This study characterised Irish 
DNS trends and costs following GS/RP introduction. MethOds: Pharmacy claims 
data from the ‘General Medical Services’ scheme, January 2013-October 2014 inclu-
sive, were analysed using SAS®v9.3. Drugs for which premium-priced products were 
available were studied where 6 months of follow-up data existed post policy introduc-
was approved in February 2015 but has not been assessed yet. Of note, MA for MACI® 
and Provenge®were suspended for commercial reasons. cOnclusiOns: Market 
access of ATMPs is challenging as the evidence available at market launch might 
not be sufficient to address the HTA agencies’ expectations. Adaptive pathways for 
licencing and coverage of drugs might be a relevant approach for these medicines 
to reduce uncertainty through real-world data collection post-launch.
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Objectives: In recent years pharmaceutical market in Poland was impacted by 
the new Reimbursement Act that came into the force on 1st January 2012. After 
a long period of stagnancy in pricing & reimbursement policy the new Act intro-
duced substantial changes. It was strongly awaited by all stakeholders. The aim of 
this study was to investigate the impact of the new Reimbursement Act on phar-
maceutical industry and market access. MethOds: Medline, grey literature and 
other internet resources (health authorities’ websites, pharmaceutical blogs and 
discussion forums) search focused on implications of the new drug regulation in 
Poland. Results: The main objectives of the Reimbursement Act included improve-
ment of pricing and reimbursement process transparency, increase in overall access 
to medicines and to innovative drugs in particular, lowering patients’ co-payment 
and reduction of National Health Fund (NFZ) spending on reimbursable drugs. 
However, in pharmaceutical industry opinion the reform did not increase trans-
parency of reimbursement decision-making in Poland. While NFZ is considered to 
be the main beneficiary, industry revenue decreased. The new Act forced substantial 
adjustments in business models and incurred additional costs resulting from the 
need for intense monitoring of dynamically changing market situation. Access to 
innovative therapies is gradually improving with 29 innovative molecules intro-
duced to reimbursement lists between January 2012 and June 2014. NFZ expenditure 
on innovative drugs increased from 0,2% to 3% of total drug expenditure between 
2012 and 2014. In spite of some improvements, access to innovative therapies 
in Poland remains lower than in developed EU countries. cOnclusiOns: New 
law influenced drug market substantially. It evoked many controversies and 
discussions. Overall, introduced changes are perceived as unfavorable by pharma-
ceutical industry. However, savings have been reallocated to fund new innovative 
therapies. Access to such therapies is slowly improving, but is still limited as com-
pared to Western EU countries.
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Objectives: This study intends to provide an overview of regulatory updates on 
Early Access Programmes (EAPs) in 21 countries and score the drivers of successful 
implementation by examining the national regulatory framework, process, require-
ments, and revenue opportunity. MethOds: A literature review was conducted 
from government and health authority websites, Pubmed, and grey literature to 
identify EAP regulation, practice, and updates. We inputted information in an Excel 
template and aggregated it with 3 indicators (clarity of the process, ease of imple-
mentation, and revenue possibility). The 3 indicators were ranked from 1 (least feasi-
ble, multiple barriers) to 4 (most feasible, least barriers). Geographical scope covered: 
France, Germany, Italy, Spain, UK, Austria, Belgium, Denmark, Norway, Poland, 
Portugal, Sweden, Switzerland, Australia, Brazil, Canada, Israel, New Zealand, South 
Africa, South Korea, and Turkey. Results: Regulatory updates were found in the 
countries with variable magnitude. Scores as follows: ++++: France; +++: Spain, 
Italy, Austria, Denmark, Norway, Canada, Israel, Australia, and New Zealand; ++: 
Germany, Portugal, Sweden-CUP, Switzerland, Brazil, South Africa, South Korea, 
Turkey; and +: UK, Belgium, and Poland. France, a pioneer in EAPs, scored highest. 
+++ countries have clear processes, free pricing, and possible reimbursement. In ++ 
countries, EAP sales are not possible. For UK and Belgium, processes are relatively 
new (2014) with steep fees, and are yet to be validated. Sales are not possible in 
the UK and details for Belgium are still unavailable. cOnclusiOns: EAP policies 
are evolving fast, signaling high interest, and will likely be increasingly important. 
Regulatory changes tend to ease and expedite the EAP process but fees are being 
imposed and sales limited in newer regulations. It is yet to be seen how updates will 
affect the market access condition of products undergoing EAP. Companies must be 
abreast with changes to capitalise on early access opportunities and mitigate risks.
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Objectives: The goal of this research is to understand the extent to which payers 
around the world are using discounted or net prices for international reference 
pricing (IRP) purposes as an alternative to list, manufacturing or wholesale prices. 
The research also examines what sources are being used to obtain these discounted 
prices. MethOds: Primary research was conducted with payers in 45 countries to 
establish the methodology of IRP in those countries. Specific questions were asked 
around both the current and potential future use of different types of prices for IRP. 
This was supplemented with secondary search and literature reviews of legislation 
and healthcare sources related to IRP to understand mechanisms of IRP. Results: 
Overall, it was shown that 8 countries used some form of discounted prices for IRP 
purposes, and that the number of countries is increasing. In addition, one country 
(Bulgaria), which previously had a requirement to reference discounted prices for 
